severe forms of the -disease, initial treatment with chloramphenicol 12 g, kanamycin sulphate 4 g, and novobiocin 6 g per day, but this choice of drugs and the necessity for such extreme dosage was questioned by Spotnitz (1968) . Eickhoff, Bennett, Hayes, and Feeley (1970) studied the sensitivity of 10 strains of Pseudomonas pseudomallei in vitro and found that tetracycline, chloramphenicol, novobiocin, and sulphadiazine were the most active of the drugs that they tested. Grunberg, Beskid, Delorenzo, and Titsworth (1969) Trimethoprim is a potentiator of the action of sulphonamides (Bushby and Hitchings, 1968) , and has been used widely in combination with sulphamethoxazole. Morrison (1970) Darrell, Garrod, and Waterworth (1968) . An end-point of approximately 90% inhibition after 24 hours' incubation was used (Bushby and Hitchings, 1968) .
TESTS FOR BACTERICIDAL ACTIVITY
These were carried out in nutrient broth, freed from sulphonamide antagonists by the method of Harper and Cawston (1945) . Drugs were added in 0-04 ml of normal saline to 0 3 ml of broth. The inoculum was 0-02 ml of a 1 in 1,000 dilution of an overnight broth culture. Tubes were sealed and mixed continuously by rotation for 24 hours at 37°C, after which surface viable counts were made on nutrient agar plates. All tests and controls were performed in duplicate.
Results Table I (Darrell et al, 1968) . These authors described the development of resistance to the drugs in laboratory experiments on Escherichia coli and Proteus spp. A high level of resistance to trimethoprim readily developed, but was blocked in the presence of sulphonamide. However, the parallelism shown between the trimethoprim and sulphamethoxazole resistances of the various strains of Ps. pseudomallei suggests the possibility of a common mode of resistance to the two drugs.
Because Ps. pseudomallei naturally occurs in soil and water, and infection comes from this source, the usefulness of a drug depends on the proportion of sensitive strains in the environment. This proportion should not be affected by the emergence of drug resistance in a treated case.
Long-term treatment with trimethoprim and sulphamethoxazole without serious side effects was reported by Jenkins, Hughes, and Hall (1970) . It would seem, therefore, that this might be a useful alternative to antibiotic therapy for the treatment of melioidosis, provided that the sensitivity of the infecting organism is established.
